In advanced cases muscle fibers undergo degeneration and are replaced by fibro fatty tissue and collagen. (Histologically) This feature distinguishes dystrophies from myopathies which also present with muscle weakness X-Linked Muscular Dystrophy Duchenne Muscular Dystrophy (DMD)& Becker Muscular Dystrophy (BMD) DMD is the most severe and common form of muscular dystrophy 1 per 3500 live male births DMD becomes clinically manifest by the age of 5 years It leads to wheelchair dependence by 10 to 12 years of age & thereafter progresses relentlessly BMD involves the same genetic locus It is less common and much less severe than DMD.
DYSTROPHIN

Morphology:
Histopathologic abnormalities common to DMD and BMD include (1) variation in fiber size (diameter) due to the presence of both small and enlarged fibers, sometimes with fiber splitting; (2) increased numbers of internalized nuclei (beyond the normal range of 3% to 5%); (3) degeneration, necrosis, and phagocytosis of muscle fibers; (4) • Boys with DMD are normal at birth, • pseudohypertrophy • Heart pathologic changes:  Develop heart failure or arrhythmias • cognitive impairment is a component of the disease and is sometimes severe to be considered a form of mental retardation • Serum creatine kinase is elevated during the first decade of life but returns to normal as muscle mass decreases.
• Death • Boys with BMD: • • develop symptoms at a later age • The onset occurs in later childhood or in adolescence, • slower and more variable rate of progression • considerable variation between pedigrees • Many patients have a nearly normal life span.
• Cardiac disease is frequently seen in these patients.
Other Muscular Dystrophies:
• less common forms of muscular dystrophy • share many features of DMD and BMD • have distinct clinical and pathologic characteristics.
• Some of these muscular dystrophies affect specific muscle groups, and the diagnosis is based largely on the pattern of muscle weakness Limb girdle muscular dystrophies. Several autosomal muscular dystrophies, however, affect the proximal musculature of the trunk and limbs, similar to the X-linked muscular dystrophies 
• variation in fiber size.
• conspicuous chains.
• • inflammatory disorder of the skin as well as skeletal muscle.
• skin rash that may accompany or precede the onset of muscle disease.
• Grotton lesions.
• Muscle weakness
• Extramuscular manifestations
• Risk of developing visceral cancers
• Juvenile dermatomyositis:
• Polymyositis symmetric proximal muscle involvement, similar to that seen in dermatomyositis. lack of cutaneous involvement and its occurrence mainly in adults. inflammatory involvement of heart, lungs, and blood vessels Inclusion Body Myositis
• begins with the involvement of distal muscles,  extensors of the knee (quadriceps) &  flexors of the wrists and fingers.
• the weakness may be asymmetric.
• insidiously developing disorder • affects individuals over the age of 50 years.
• Most cases are sporadic, but familial cases have been recognized as "inclusion body myopathy"
• Etiology and Pathogenesis; Inclusion Body Myositis
• Hereditary forms (similar morphology)
• autosomal recessive form is caused by mutations in the GNE gene (encoding UDP-N-acetylglucosamine 2-epimerase/Nacetylmannosamine kinase),
• Autosomal dominant form is caused by mutations in the gene encoding myosin heavy chain Iia
• Possible relationship to aging?
• Intracellular deposits of β-amyloid protein, amyloid β-pleated sheet fibrils, and hyperphosphorylated tau protein, features shared with Alzheimer disease.
• Immunologic?
• As in polymyositis, CD8+ cytotoxic T cells are found in the muscle, In chronic thyrotoxic myopathy, there may be only slight variability of muscle fiber size, mitochondrial hypertrophy, and focal myofibril degeneration; fatty infiltration of muscle is seen in severe cases. Exophthalmic ophthalmoplegia is limited to the extraocular muscles, which may be edematous and enlarged.
DISEASES OF THE NEUROMUSCULAR JUNCTION Myasthenia Gravis
Myasthenia gravis is a muscle disease caused by immune-mediated loss of acetylcholine receptor. It has a prevalence of about 30 in 100,000 persons. When arising before age 40 years (women), but it occurs equally in both sexes in older patients. Thymic hyperplasia (65%) & thymoma (15%) patients. Analysis of neuromuscular transmission: a decrease in the number of muscle acetylcholine receptors (AChRs), & circulating antibodies to the AChR The disease can be passively transferred to animals with serum from affected individuals.
• an acute or chronic proximal muscle weakness • that may precede the onset of other signs of thyroid dysfunction.
• Exophthalmic ophthalmoplegia is characterized by swelling of the eyelids, edema of the conjunctiva, and diplopia.
• In hypothyroidism there may be cramping or aching of muscles, and movemen and reflexes are slowed. The most common form of SMA, Werdnig-Hoffmann disease (SMA type 1), has its onset at birth or within the first 4 months of life with severe hypotonia (lack of muscle tone and "floppiness"). It usually leads to death within the first 3 years of life. The other two forms (SMA 2 and SMA 3) present at later ages, either in early childhood (between 3 and 15 months of age in SMA 2) or in later childhood (after 2 years of age in SMA 3). Those with SMA 2 usually die in childhood after age 4, whereas those with SMA 3 often survive into adulthood
The end
